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WHAT IS CLAIMED IS: 

; a fftcamhlaant method to identifying * bioactive ptptidc comprising: 

(a) tranafixmlng a l**t c«ll comprising Lac rspceflcar protein with an 
expression vector scinpdwng a tightly regulable control region opcrabiy lin k xri to a 
uwLci© rad *cv»«ux woding a peptide, vrtxrdn the tightiy wjgulablft oanrrol 
re^a ccwp^ a* W*t a. partkm of tine wild^typa £ ooii i^procuotcf/opcretar 
region, said portion r» mar king auxiliary loc operator 03, a CAP binding regieo. the 
-35 lac procno«r site, tbe -10 lac promoter site, luv operator 01, focZ Shino- 
Dal^amo sequence and a spvoar ragion; 

(b) growing the transformed cell undar condition* that repre is expre* arm o f 
tite peptide; 

(c) wL^awi ro of the peptide in the transformed ho* cell; 

<d) determining wkdiicr rT"^**'™ 1 of the peptide is inhibitory af host cell 

growth, wftcxein InhlbttJon of host call growth is indicauvc of the expression of a 
bioactivc peptide. 

2. The method of claim 1 wherein the ho6t cell lb a bacterium. 

3. The method <yf claim 2 whereto lactefium is a gram positive bacterium- 

4. The m&thad of claim 2 wtercin foe ha£Jterium la gram negative bacterium- 

5. Tbc method of clnim 2 Vderein the bacterium is £> ooU. 

6. Thfi method of claim 1 whereftkthe host cell is a mkrohial pathogen. 

7. The method of claim $ wWmix micidbiAl pathojee is a member of a genus 
adiacted from the group coniiitbg of Streptococcus, Staphylococcus and 
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8. The method of QlMid i wtcrduthc expeowioc vector cooprUuig the nude* icid 

ii6irthftrtraiififormed. poor to step CM. with a sccx>iri expression vector comprising 
a promowx cpoahty Imk^ to ^ 

9. TbcnKtk^ofcUim I 

dbanctoriAics of pLACll (ATCC No. 207108). 

207108). 

11. The method of cl^ m 1 wt^rain the host ceU COTiprisra proteases or peptidases 
or both. 

J2. The method of claim 1 \*h©reia the hort cell h« iio^bew modified to reduce or 
eltmkmiB the cxproe^bu naturally expressed prcrtMwes or pflptuifiSM. 

13. The method of claim 1 wherein the host ccR is * ptolotrycrtc. 

U. The method of oW t wherein tke hoct c#U it ft miwobiil ptthogea. 

15. The method of claim 14 whcrcui the microbial pathogen ia a member of a genu* 
Seated firm the group coa*i*ti&g of Streptococcic. Staphylococcus sod 

Entero coccus. 

16. The method of claim 1 wherein the hoi* cell a eckaryotic ccIL 

17. The method of claim 16 wherein the cukaryodc cell is a mammalian cell. 
IS. The inctWof cLaim 1 6 >vb«ein the eAfiiyotk cell i* a cancer ccIL 

19. The method of oLalm 1 wherein the host cell L* a protozoal 
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20. The mettod of claim 1 wherein the peptide oonxpaMma a first ri a KKan s gnrop 
oomprifling the N-tarminu* of th« p<mtidfi and a ***md ttabi Hiing #rmp commutes 
Tbe Otcnnimis of tbc peptide 

21. The method of claim 20 wherwa tbc Sstl tfabifcmg group is selected from the 
group consisting of a small Itatol© protein, Pro, Pro-Pro^ Xaa-Pro- and Xaa-Pro- 
Fru ; red winra frt — ~* ^^"E E™"P " adected from th« coup consig t i nfi 
of a- sotaU Mahle jwtein, -Pro, -PtO-Pro. -Pio-Xaa and -Pro-Pro-Xa*. 

21 The iiKtiicjd of claim 21 ivberau the small sable protein is selected from the 
grwp consisting ofTtop protein, glutathione juLfotransfctwc, tfalorcdcxin, mabn se 
binding protein acid ghiizduocs icd&ctasc 

23. Themi*hriofelaiml<wbe^ 

24. Tbc mctW of claim 23 therein m* stabilizing motif comprfm a hydropbilic 
ct-helix motif 

25. Ihe method of claim 23 whereon the Stabilizing motif comprises xn apposite 
charge ending motifl 

26. The nmbod of claim 1 -wbcon tbe peptide comprise* n randomized ominD acid 
seqiifliLoe. 

\ 

27. The method of cinim 26 wherein the pcftid* c**»pf**>s a first stabilizing group 
comprising the N-temimv of <te peptide and a second stabilizing group «nwri*ing 
the C-tcnmntf* of tbc peptidfl. 

28. ihe method of claim 26 wherein the peptide comprises a stabilising motif. 

29. A bioacuvo peptide comprising a first stabtttzftifc group comprising the N- 
wnrinus of the biojt&vc peptide and & second stabfllztog group campiisii^ the o 
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tecmiaui of the btoactxvc pept.A* 



3C. The bioacrive peptide of claim 29 wherein tte 5rrt jrtahi tiring group i& Detected 
from the group consisting of a small ftiable protein. Pro-, Pro-Pro-, Xaa-Pn> and 
Xa*-Pto-Pros cod wiwwin ih* aeoond n*»MH»i*g groiip i* selected &w the group 
coftfiUtLnc of a email ctaMa protein* -Pro. -Pro-Pro. -Pro-Xaa end -Ptd-Peo-Xah. 



3 1 . The bioactiv* peptide of claim 30 wherein the small rtabU protein ia elected 
firatn gpcwjp cossistiag of Rop pxottin, elutadnoue ailfbtransfersge, thiaredoxin, 
maltoae binding protein and glnhffhionr reductase. 

32. The hloaaTtve peptide of cUim 30 wherein the firai alabillyi tig group La P*»J*rtv 
and the Moond stabilizing gfloup is -Pro-Pro* 

33. The bioaodve peptide of claim 29 wherein at least ant of the firs* find s«rad 
stabilizing groups cocnpri&os a. small liable protein, 

34. The bioactive peptide of claim 33 wtafeln the jmall stable protein is a. fbur-bdix 
bun-He protein. 

35. The bloactive peptide of claim 33 wherein (he amall srablc protein is selected 
from the group consisting of Rap prowii^ ghUathtoiu suifbirensfferBae., thioredoxlo, 
maltose T^m^^ng pxr>teiii and glutathione firtiirta wt. 

36. The bioaotivc pcytidc cf claim 3 5 -wherein the small stable yiutcia is Rop 
protein. 

37 The btoactive peptide of claim 29 TVhich is an antimicrobial peptide. 

3$. The bio*etiv« peptide of olaun 29 which lb a therapeutic peptide dni£. 

1 
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39. A bjoactive peptide comprising a plunJity of aequcciiiAl uniformly charged 
m<ru> acids compcisiag the N-tenniinifl of lbs bioacxiv* peptide sod a plurality of 
sequential oppoaheky <*argod tmxno acids comprising the C-tomirus of the 
biooctive peptide. 

40. A fauon protein oocnprifinft a foor-helix bundle jrotetxL and a. poly^jtide, 

41 The fusion proton of claioa 40 T%beccin tfac fburhelix bundle protein La Rop 

proteixx. 

42 The fusion protein of clfiim 41 ^wherein the polypeptide comprises a broaenvc 
peptide 

43. The nision protein of d*im 41 wherein the foai-heiix handle protein is 
covalcnlly feltod ar its Otcnainus to the N-terminus erf the polypeptide. 

44. T\« fbdofnproteai of claim 

evidently li ?^ at its N^tenniniia to the C-tcnnimw of te polypeptide 

4S A polypeptide composing: 

a Inactive peptide comprising (a) a fi«t stabiliziafc group selected ta the 
group oonsistlns oft small stable protein, -fto, -Pro-Pm-, -XaarPro- and -Xaa- 
Pro-Pro- *nd (b) a second stabilizing gfoup jelftcted ftom the group c onsi sdn* of a 
small stable protein, -Pxtx, -Pto-Prc, 4>*o-Xba and -Pro-Pro-Xaa: end 

a oleavage lite jtncnadiflrjely preceding ite flisi stabilizing group; 
wherein 1hc second slabDlzlni group comprises, the C-terminus of the polypeptides 

46. A polypept^ oomprifiine: 

a hinftfltive peptide oonrprisiriff (a) a flr* stabilizing group selected from the 
group consisting of Pro, Pro-Pro-, Xaa-tto- end Xaa-Pro-Pro- and (b) a second 
stabilizing grvup selected from the group conaiftme of -Pro-* -Pro- Pro-, -Pre-Xa*- 
and -Pto-Pm-Xia-; and 
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a cleavage she immediately lUlav^ the »c«jnd atobil^ 
Wherein Ttoe tat "H«™g group ccsnpote* tbc N-«*miauj of Ojc polypeptide. 

47. A polypeptide coinjwifliUF 

a biooctrvc peptidp comprising o plurality of sequential untfbrmly chexged 
amino sctda compcuisg ttor K-tswmimia of 'flic bioactve peptide aod a plurality of 
fiv^uendal oppositely charged amine acidfl comprising ifae C4 etmntu s of the 
bioactive peptide; and 

a cleavage ste immediately preceding the phnaliry of wquenlial wiifbcmly 
c barged f^?^ 1 *^ * f *' 

4&. A polypeptide comprising. 

s bwactivc peptide comprising ft plurality of sequential u niform l y charged 
amino acids eampttaafc the Ittoreoiaua of the bioaotrve pepwfe aod a plurality of 
sequential oppositely* charged amino acids comprising the C-tenninus of tbc 

bio&ctivc peptide; and 

a cleavage site unnsediately ibllowing the plurality of sequential oppositely 

t^karged amino tu*nA< 

49. A method for woj an stntlBaicfoWsl peptide comprising: 

covaleoriy n «^H a first stahiliafog (roup to the N-teTXaimis of the 
antimicrobial peptide and a second stabilizing puup to tic C-tamiaus of the 
antimicrobial peptide to yield a stabilized tatliaicrobial peptide; end 
& microbe with. 1*6 stabilized arattsikrobiaL pcj*ide. 

50. Themfithodofdaim49 whrneintte 

group consisting of a small stable protein. Pro-, Pn^Pm-, SCaa-Pro- and Xaa-Pro- 
Pro-; and wherein the w*md rtabiliring group ia selected from tae group consisting 
cf a »»«fln stable protein, -Pro, -Pro-Pro, -Prc-Xai and -Pro-Pro-Xoa, 

5 1 . Hie method of claim 49 wherein the fim stsWLnng stoup is selected from the 

group consisting ofPnv, Pro-Pro-, Xaa-fto- *d Xaa-PrrvPro- and the second 
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stabilizing grcnip U ecbctod from the group qrotiring of -Pro, -Pro-Pro r -7ro Xql 
aod^ro-Pro-OUa- 

SZ A irufhod for uaifig an andmiatDbial peptide comprising: 

oovaJetrtly Knlrmg a phtrtfity of sequential uniformly charged immo acids to 
tbc N-tonniaiis oFtho antanicrobial peptide and ocnrnlcutly linking a plurality of 
Bocpootial oppocitty charged mum acid* to fha Otemiixms of the mitumccQbLal 
peptide to yield * ytafoiliwri mtj microbial peptide, and 

oontsctjog a ifciexobe with the gtabiliTTvl antiniicrobiaJ peptide. 

53. A method for treating a patient having & condition treamhle with a peptkle drug 
ootnprieifig adorinistaciae *° patient a stabilized form of tbe peptide diufi. 

54. The method of claim 53 "wliereui the rtabilned form of the peptide drug 

oompruflv a first etabflizmg gmvsp compriiiri& tibeK-temtrnus <?f the peptide dni£ 
and a ftecood stabilizing group cxHnpti&mg the C-terminus of tibe peptide drug. 

55. The method of claim 54 wherein the first sUbiHzmg group is aclecied from the 
group consisting of a email atable protein* Pro- a Pro*Pfo- s XaA-P*o~ and Xaa-Pro- 
Pkk and wticrcm tbc second stabitinng group is selected from the group ronsistin£ 
of a small stable proteio, ^Pio, -Pro- Pro, -Pro-Xaa and -JYtwpjo-Xa*, 

56. The method ofclatm 55 wherein the small stable protein is a fbur^telix 
bundle protein. 

57. The method of cUim 55 whtrmfl the small table protein is selected rroni the 
group consisting: of Rop pzoxin. glutathione sulfatansfernse, thiorodnjxin, maltose 

binding protoji md glutathione reductase. 
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58. "The method of 54 fiatbex camprblj^ 

■tibiBxed form of this peptiifc drug, OTvalttldy Unking Aw *t*bilizillS grvmp to 
fee N-ttunmus of a peptide drug and oovalertiy linking the cecoad rtabilima 
group to die Oterminus of the peptide drug to yield the stabilized &an of tbc 
peptide dtug, 

59. The method of claim 53 wherein the ml£li2sdficmiiotthcpepddfidn^ 
comprises as. opposite charge ending motif, 

60. TV method of oJaina S9 further coinpnting. prior to tdministratioa of tic 
rtnWiUT** form o f the T»pfldt drug, oovalcady Unking a plurality of sequential 
uniformly chaxfcod amino aci4a » the N-t»rmiuu* gf the peptide drug tod corv^ientiy 
linking « plurality of sequactial oppoaitcljr parsed imino ocidi eo*xTpann« the C- 
termini* peptide drug toyuld the gtebilired fiirm ofth* peptide dni$_ 
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